TOW 2004/013871 



B ^ m ^ fr 15.09.2004 

JAPAN PATENT OFFICE 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m ^ M B 

Date of Application: 

til ® # 
Application Number: 

[ST. 10/C] : 



2003^ 9^160 



2003-322822 
[JP2003-322822] 




ffi m 

Applicant(s): 



A 



I ^ 



i PRIORITY DOCUMENT 

1 SUBMriTED OR TRANSMTTTED IN 
I COMPLIANCE WITH 

RULE 17.1(a) OR (b) 



Commissioner, 
Japan Patent Office 



2004# 8.^27B 

BEST AVAILABLE COPY 




tBiE^-§- miE# 2004-3076888 



2003-322822 



1/E 



P156222 

GOIN 33/50 

8 17-^ 
4^^ 



590001452 
000002093 
100093285 

m. 

06-6220-3405 
100113000 

06-6220-3405 
100119471 

06-6220-3405 

010238 
21, 000 R 

s^wm-^(omm i 



mM 1 

1 

0212949 



tiiiiE# 2004-3076888 



#Si 2003-322822 



[W^S 1 ] 

(2) wi^^fitzmi^^Mmmxit-frfii^mmm^^^i^mmt, nmt^itn-r 

[f»^« 2 ] 
IW^^ 3 ] 
Iff 41 
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^-v^: 2/E 



G-3' x-m ^ fi^M^^m tfovh->><o>^ }\^itm&x- * * c t ^ #m t -r ^ it i ib 

Jf^^;]^ 1 5 J 

m^m 1 6 ] 

( 1 ) Utf LKt; * * ^^^-ff^ ^ :^^'2>Fibr i 1 1 in2itfK^O ;>{ ^V'fk^gJS m M^*^^ ^ 
[W*:^ 1 7 ] 

Fibr i 1 1 in2ateT-0 p< ^ ;V-fb^S l,Z^mm%^^^ ^ ^nmK Fibr i 1 1 in2af5^6D|&S 
[W^^ 1 8 1 

Fibril lin2af5T-<^)^m»<^fi*^ ^mitfe^«^lK^^%<^?*X'ab* ^ ^ =Sr#mi: 1"^ 
W*:^ 1 7 iatt<7)fF^:^fto 

m^m 1 9 1 

Fibril lin2^^S^<^l&am!^0:i:;ei^ mmi&i^=F<Dmmmm<D^-^^i> ^ tiS^WLtir^ 

muKT^ 1 7 mwi.<ommijmo 

Fibriiiin2it<5^=-<^l&m^'(£jii-^tgt/ 4:*-r^i^K<^^m:;&fe-e*o 

(1) mmm^^mmw^^m^^^m-Jim. 

(2) m-x5g (1) mz^ m^mmmiiz^tfi^FihTiniT\2i&is^(D^mmmM^m^ 

!fe>S3&**i-*Fibri 1 1 in2jt^^<^l&3S=S:'(E)11-^ i^ir =Sr^J3e-r HHXS 

im^m 2 1 1 
itmm 2 2 J 

2 3] 

m'^^^t LT. Fibrillin20T5 ymiB^JS:^- K-t<&ta^iE^iJ;i^e>^:-i)1^m*'^«55^ 
°[l»^:^2 4] 

m-^-:^- > f-;V'fk$*i-f^Fibrillin2itf5T-«7)'e&ffio 
IIS^^ 2 5] 

im^m 2 6 1 

mx-^^ t^m^ti^ -2)Iii?Li!|!^<7)#|^tC^^mtC. Fibrillin2itfEi^<^>^;V-fk^ 
[If 2 7 1 
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1/ 



[0 0 0 1 1 
[0 0 0 2] 

10 0 0 3] 

ritfET-co^s^t L-co7^)-'^J (ISBN4-89553-447-2 C3047)> 

^J^,^ • mm^^^MM. > y * ;V If ^ - ^t^fi^ (1994#5^ 10 B ) 

[0 0 0 4] 

[0 0 0 5] 

^^m^hii. ^-d-^:^u<DT. mMMni^fzm^. mmm^RrfmBu.^mzid\^>x 

Fibril Iin2itf5^ HikT. FBN2ilf5T- 151" ^ ^ * -S) o ) /5^'fkiE«aa^:5.t;^iE 
v^-C, Fibrillin2SfSdP(7)^^V^;V7{»-*>F^'fl:iE'^«*i:JtScLT^^l'1g:V>i i:=£rm 

1 . m9iW}mm^(Dmi^<Dm^\:miwm-r^ij-mx$><:>x^ 

( 1 ) ltfLi|jJi^ft5^«7);^#t*'^^ tt-S>Fibrillin2itfE^^<^^'^;Wk^^ffiX(±^tLlcfflM 

(2) S!i^$tL^cH{IIB^^;Wb«SX{i-€-tLtc*i|§B|#^**)Sft^'(iti:> *tMfc ^rJttfct- 
( 1 ) m%W}m^^<r>^i^iz^ t tLSFibri 1 1 in2ins^<o ^ ^ )\^itmm i m^i- ^ m—j: 

5. m%W}<^^^<7)^i^iimm.x^'ox^ ^^-o. ^m^^<^M'{ts.-dm%W}^^^<^B^ 

thiE# 2004-3076888 



S^m2 003-322822 



^-y: 2/ 



it :^M^Jl*I ^ — ^i^iL±<755' -CG-3* T-^ $ n;5> m^SB^J o V h V y O > 

1 1. m.mmm.m.m.xh^x. i)-^^ m-bmm.mxhi^^Lt^mm.tt^n'^i oiam 

-r^— oiJl.±(^5'-CG-3'T-^$tL^:^^iS^J4'Ov h v ^Mb^^-C^-g) ^ ^ Sr# 

mi-r'5>Hir:Sl3Hi4|Bm<OfF«& ; 

^^-t" ^~<^\>X±.m' -CG-3 ' T-^ ? tL ^ ^mwm cfovhi/vopj-^ ^V'fk^Br * * 

5' -CG-3' xm^f^^m.mm^<^^y v i/>(o:^^)vi\:mmx^^ ^ t ^^^t-t^^-^ i 
1 6. m%mm^^<o^i¥<Dm^tm^mmir^:f3-mx^-:>x. 

1 7. Fibrillin2itf5^<^^^;Hb<SJ^l'ffiM55#5&^*^*g^1i**. Fibril lin2itfKT-<^ 

1 9. Fibril lin2jtf5-^^<^l&aii«K»<^fi*^ ^ra^^<^^f^m%Ol:-e** ^ t 

2 0. Fibrillin2ili5^<^ll^^^iii-'2.tg:^j5r>t1-*!feSoaim:^fe-e*oT> 

(1) ^«tc^^t/K*^S4^-^'2>ll-Xg, 

(2) ii-xs (1) mtc. m^mmmK^iti^FihriUin2ikis'¥-<r>mmmmM^m^ 

Fibri 1 1 in2it<5^-Ofim =£:'(£ Ji-t 'i* Bg;^; f J jei- * ^HXe 
2 3. ^^SSc^S-t LT. Fibrillin20T5 ymiB>?!lS-n- Ki-<5m^iB^j56-t>«rS^m«r 
2 6. 0■e*-^)^:^^$i^^'&IIi?Li&^^<^)'»:F«3^*ab-&aJia^3. Fibrillin2a^^<^)p<-^;w 



ffiSE# 2004-3076888 



#M 2003-322822 



3/ 



[0 0 0 6] 
10 0 0 7] 

fflf^'gl^ i=i-r^ y^^mm t^<D5' ±Mt'fi[«i-'5>^n^-^-'Hli^t =£r^tfitfe 
-Si^See^Jti. Mx.ff, Genbank Accession No. NM_001999^tC|S«fc$tT,TV^;z,o ttz. t; 

(D^mm^m. mx.li. Cenbank Accession No.AC113387^(:iiBm$tLTV>-5o Genbank A 
ccession No.AC113387tC|Bm^^^^^*SS^!lt^*3V>T. i^J^ff. V; h S^feOFibri 11 in2^ 
>^^^M<OJ:.^yy l<DMMW.'^\Hi. m^^-^119656~119910tr:^$tLrv^;|,o 
*5 Tf IJffl $ Fibri 1 1 inZMi^^ ti. JifficO^^<7)m^|B^J ^:^ir ^ itfS^^O 15 

o 

10 0 0 8] 

T^^^^)\yit^tii> t\^^oW.0.T!)^$)^o m%m^^<^. Fibril lin2it<5^-^:±. 

^Mb^l${4> 5'-CG-3■-e^^:i^'S:^^S^^J (Cii v h v > L> G(±^^T- > ^SrSfo 
JiJiT^ ^M:^*ie^J^CpGi:iB-r^ t ^)*'5.o ) ^^(0'^ YZ^yizmhfi^o ->hv>l-;*3 

[0 0 0 9] 

fi.. -e^x-t^. Fibrin in2itfeT-(7?^51l|!iJc7)l: ( j: ^^^fi^jtr {±, ^^iKS^^^O^^^^ife 
[0 0 10] 

^mw}mt-hn^-^fifzmmmm.mmi^tf)mi^if^^t^^x^;bo 

mSE# 2004-3076888 



S^m 2003-322822 ^-v^I 4/ 



[0 0 11] 

[0 0 12] 

^ -grffi V^T D N A ^rtttb-r o 

mm^<Dmmm^^<oDNAimmir^(iti!)^x^. mmmmm^<Dmmsk. ^tti^^tf 

OFibrillin2afeT-OJ::-^y > 1 i;. ^<D5' ±mi,Z'^m:-f-^ zfxj^- -^^Mt^^^t 
ttsry ADNA(^:^»ie?iJ**>lf'?)^i:7&«T#> J: ip *#6tltci±, BB^J#-^ 1 "C^ $ tt 
^mmmn (Cenbank Accession No.AC113387mB«$ tL<&J^^IB^jO:^^#-^118801~l 

2iooo-e^$tL^:^*iB^jc^5|iffie<jiB^jtcti^t-^o ) t^^ifhiv^o @2^J#-^i-e^$ 

tL^:^^iE^iJt;^v^T{i, H hS5le£DFibrillin2itfe^^<^)J^i^ V> 160:^^@e^iJ{i. 
#•^1091 ~ 1345 JC^$tLTV^<5o @5^J#-^1 -e^$tL-2>:^^Be3?i|i43tc#;fc-r*CpG-e^$ 

(fiP*>> lif^f-;i"ft;t>tS (hypermethylation) ) ^m-to ^ h K^i^^iZii^ mmmmm 

tC:feV^T. m^#-^679. 687. 690. 699. 746. 773. 777. 783. 795. 799. 812. 823. 83 
0. 834. 843^-C^$tL'2)iS3l#^-C*;?)-> h i^^'Sr^tf'SClii^i^-C^^o 
[0 0 13] 

mWi^ (bisulfite) ^iM^^^^ ^ tib^X^ m^iz. JlSfi^JtCfi. p«^;Hb'>hv> 

<D^^^^^izmmi-^^mim^^xi>]^\^^o 

[0 0 14] 

■r^®DNA=^T;i/* (pH9~i4) xm^LtzWi. mmm7i(.mi- v u a^c^sm^^ 
mm. (bisulfite) mmfp(Dmm: mx.it. ^mmsu) ^t?j^io~i6B#ra (-b^) mm 

. 55X:xmm-t ^ o KJB^:^&M■t^fzi^. 95X:x<D^^t. 50'CT-<DSf5 4:10-20111^ "9 

^fev^T-. mMmwtm.^xiekm.^tit:mA^mMtL. t^o. ^-^^Mb^tLj^cv 

#t ti^^J^-g-OiS^IB^J ■?^Mk$n-&^S<^'> h (CpG4^0-> h ->» tiV h v 

miEi^2 004-3076888 



#M2 0 0 3 -3 2 2 8 2 2 ^-v? : 5/ 



Witi-^iyY=y>-b^^^)vit^ixx\i^^mM)m^^fi. —15. ^^i-Mt^m^-yy^ 

[0 0 151 

i 'fk^6<J tc^^ ^ tLffi^te<i-e {i ^ < ^: o D N A|g =Sr tSff-t ^ Cl 1 56- ib . TcJfcll:*: 
[0 0 16] 

J; l9*#fit|tC(4. Fibrillin2ilf5T-cO^^;WbMJK^^ ^^^'fbiifMS*;? C RT'SiJ^-r;^. 
( n - •f' > iJ^^i^) * ;S> mmmn tc^|:^-r ;& CpC^^ <D'yh-y>^l M±'^ tf 

IS^Jtri3V>-cmi^#-^679. 687^ 690. 699. 746. 773. 777. 783. 795. 799. 812. 823. 
830. 834. 843^T-^^ tL-2> v h v > =£r 1 mJi#tr:^|geB^J ^^frclgt|-r ^ ^ t # 

< -5" >'Hb#^ 6tl 7 -7 - > 

Ul : 5' -TATGGGAATTTGTTGAGTTTTGT-S* (SE^J*-^ 2 ) 
U2 : 5' -AACCAACAACCCCAAACA-3' (Be^!J#-^ 3 ) 

< ^ ^ ;Hb#Mfi<J 7 V - > 

Ml : 5' -GGGAATTCGTCGAGTnTGC-3' (iE^J#^ 4 ) 
M2 : 5* -AACCGACAACCCCGAACG-3' (@5^J#-^ 5 ) 
[0 0 17] 

^^Mb#M6«JPCRtri3Jt'i>R^S?Rt L-CJi. -e^lx-f^. ilMi:-t'5>DNA^50ngi:. lOpmol 
/// 10^:/7^^--^^4:#l// Ih. 2.5mM dNTP=£:4;z It. 10X^®?iK(100mM Tris-HCl 
pH8.3. SOOmM KCl. 20niM MgCh) =^2.5// 1 i:. ItftttDNA*" U ^ ^ - -^f 5U/// 1 «:0. 2;^ 1 1 
?:^i^L. C:}^^r^gcffi0i^*7l<.*^JPx.T^Sfi^:25/i li: LfcRj^.?0[^$)tf^^fc5e>^-C^^o 

LTJi. -POx-JiT. MIBO J: d ^JK/iSflK*. QSrHTlO^K^SL/cm. 95X:frC 
T30#^-3^v^-e55~65t: iZXSOm^ ^ h K12X,KXZmm ^l^^ C^J^ t-r:hW^t:ZQ- 

y ^■7- ^m^^^tz? cRtm^ "^fi^ft^^&izf^^'^ -^m^'^fz PC RX'nhfifi^^<o 
7:ff'ti-:^y)i^m,%^W}) -c^^i^^fcfi. m^m}^k<Dr)i'^DiJA^^Lxmmmm 

WiE# 2004-3076888 



#M2 0 0 3-3 2 2 8 2 2 ^-v : 6/ 



[0 0 18] 

iOJ: ^ — ^tl^ ^;l-'fb#^e<jP C R a: ^)Of(ftt, Herman^ (Herman et al. 

, Proc. Natl. Acad. Sci USA, 93. 9821-9826, 1996)^^; J: 0 $ ^lT :^i^-e* 

[0 0 19] 

^ v^T D N A ^JSm-t -2) o 

Hc^tc. ski&.^^i^tLxm^^^^m^i>zit. Mm-^-hm'^<D:HmiizmcxskmxiiiSB.m 
mm^<ommm.m^<^DNAt:mmi-^^ti}^x^. mmmmmm(7)mmm. ^fii:^tr 
briiiin2«^^o"7'n^-^'-<giit> tmmmmxitmwinm {^-r-i y'irm.m 

fi^yy j^D-NAcommmmi^if^^tij^x^, i 19 jr^e«jjcfj, m^i^-^ixm^i^ 

(Cenbank Accession No. AC113387tCiam$ tL^mKSB^JO:^^#-^118801~l 

2moxm^fL;b^^mm<Dnmmw.ni'mmi-^o ) 56«$)if'btL;&o SB^j#-f-i-^^^ 

ft^MmE.nK:^\^^Xii. hS5^coFibrillin2it'fS^(7)J^^ 1 0:^^Se^iJ(i, 
##1091- 1345 ti^^tL-Cv^^o BB^J#-#1 T?^$tL;& ^^12^04" tc:j?^-r>i,CpGt?^$ 
fi ^ ^(Oi^h'^y. t*}t> it ie^J#-# 1 -C^ tL -2, :^|g@e^J -CCpG75«?ll K 

]^v^p{-f-;Wt;«S (gPt>> ^^^;i^^kt»t^ (hypermethylation) ) ^^"to ^hl,zM:m 

iizii^ mmmmmiz:^^^x^^}HtmmT!)^M^^'y tLxii. ^jxff. @e^j#-i-ix- 

^^ti^^mmmi^^^^X, J^*#-f-679. 687^ 690. 699. 746. 773. 777. 783. 795. 7 
99. 812. 823. 830. 834. 843^T^$ tL*-^||#-#T?** h -> > =£r*tf -& i: § 

[0 0 2 0] 

i: 3' T5iLOm*@e^J^^tzLT^i^'> hS^^'^Sr-g-tfm^iE^J^^^-r-SDNA^iifiRrtg 

*o tfz. ■:^y^-7-m^(Dfztbi,zmM-^fitz^mmmi!)mmM^iik^<D>'Viyy^^tf 

fi^^t^mmLX-yy-i-r-^rnn-r^o bp*.. ^TcO'> h v>';i)«'t7 7v;vi:^of>:m 

WIE# 2004-3076888 



#02 0 0 3-3 2 2 8 2 2 ^--J I 7/ 

[0 0 2 1 ] 

(bisulfite) #$-ffiv>* i t7&*-C# m^K. mM'^Kit. ji^Mt'y Yiyy 

[0022] 

-r^MDNA=JrT;V* (pH9~14) 4'-eMm7lc*-:^ h ^ ^m<OMmmm^ (blsul 

fite) :^x.{f. #^jtJg3M) ^T#5,lO~l6NFra (-Bft) SSTCT'^gkS 

[0 0 2 31 

J: Jj^-^fitjtCtl. Fibrillin2it{£T-0^f^Mk«SSr:^*ie^JOIi:«6*I«?*ft?iil5e-r'S 
fci^cOT'^^f v-{i, mx.i£. Fibril lin2aiK^<^7'n^-^-'gI^, ^jffllRfli^XfiS 

^mmn^:mi<'Lx. ±m(7)X'jizLxmf-r^^t:^^x^:ho m^it^ le^m^i-e^ 

iB^J^C:feV^T:®S#■^1499^ 1501, 1525, 1535, 1539, 1555, 1566, 1569, 1595, 1599, 
1606, 1619, 1621, 1626, 1647, 1650, 1657Rm6e9X^^ ft ^i^ Y l>J.±^tfM 

m^iiZ. mm-^ixm^ti^^^mmzi5\^^x^^^-^im. isoi, 1525, 1535, 15 

39, 1555, 1566, 1569, 1595, 1599, 1606, 1619, 1621, 1626, 1647, 1650, 1657;R.m6 

miiz:mmi-^ DBA (25ibp) i>mm^fi^o 

Bl : 5' -TA(rrTGGAGTTTAGAGTTGTA-3' (Sfi^J^-f- 6 ) 
B2 : 5' -CTTCTCTAACCCCTACAAC-3' (IB^J#-^ 7 ) 
[0 0 2 4] 

?ZYi\iZidn^W.BW.tl,Xkt. -pijxtf, i^Mi:1-;5DNA5:25ngt, 20pmol//z 10#y 7 
•^-^m.i:^\fM\t. 2m m^Z/xlh. 10Xj^®fg[(100iiiM Tris-HCl pH 8.3, SOOmM KC 
1, 15inM MgCl2)=S:2.5// It, »l^ttDNA*°'; > 5U//* l=£-0.2^ 1 i: =S:tl^L, ^flK 

mmmmiKiMk.xmm.^2b fxitLtzm^WL^M^ ^tii^x^ :ho K^B^i^t Lxkt 

, mk.\t. ttrlBOJ; ^ :5:^JS?W«:, 95X:twT10^K#zab7t^, 95t:ir T30#ra^v>-^51 

miiE# 2004-3076888 
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^--j: . 8/ 



x: izxso^^m $ ^ iiZ72X: iz xso^m ^ i-^^ ^j^t-t^ ii^iat 30-40-9- ^ ;i/^t 9 ^i^i)^ 

-i^(D®ma:*Jtti^1-'&«l tt:: J: ^ ^S^f^^t^t v h ><^^ ^Mk^flS'^rM^i- 
fi^un(o ^%(nmmi^h^^ V h > \zm^-^^\<Lm.\ziik^^fifz^^ii^i^ y i/ vx 

>5) C i: 4> -e § -2) o 
[0 0 2 5] 

^v^t:% ttta^^x/cDNA^r. 1^:^^)\^\t'y}^=yy^>i^^-t^^n^Wk'^^fz'{^. Fi 
fci--i>vbv><7)^ ^;Kfc<7)^i£^i^gU"5itg^ -/n - r i: ^ y; -tf- V 3 

^'^■ii:. Hul5DNAt^^-/n-7'i:<^|§^0;rMS:P'<'&:^?*^^lf>i.«^^ 'fc-e^^o 

OFibriIlin2ilfE^cDJ:i^ V> 1 5 ' igStC-fia-r ^ :/n ^- ^ -'^j^ 1 76^-^-^ 

:Jx-2)ry ADNAO:g^iE^J^:^lf<&C:i:*5-e^. i.'0^^mz\%. 1 "C^ ^ tL 

'5>:^^Sfi^!j (Genbank Accession No. AC113387tr|B«$ tL^:^*@S^J 0:^^-^118801-1 
21000T?^;?tL*m3feiB^JO3ffl^tS<JiB^Jtwffi^-t-'&o ) 36**tf ibtt^So S2^J#^lf^$ 
tL^:^^ie^Jlii5V>T{±. t hS5feOFibrillin2it<5^=^OJ^i5' 1 CDJ^^HS^Jfi, 
#-tl091~ 1345 tC:^$tL-CV^ -2,0 @5^J#-^ 1 -e^$fT.'l>m^IE^!l^tC^:ji-r ;i)CpGT'^^ 
tL-2):S^iS^Jc|3 0v' h v>', O ;blt@B^!J#^ 1 -e^^tL^m^Se^JiCjoV^TCpG^^^'tC 
^^El-*^^'=f=«ic#:fc-t-'5>CpG4'0>' h v>{4. -^Aff, ^M^S^fflJIS^OiBmtCjfev^T 
i^v^^ ^;i/'fb^;K (BP*>^ It;;"* (hypermethylation) ) ^r^-fo ^ ^ tw^#fi<j 

tcJi, PIIi^SlfflJi&t^ifc5v^T^^;^'fbilS5&^i9lv^v hi/^t LT(4. @e^iJ#-^ 1 

^5i*L-2>^^^iS^JtC:feV^T, m^#^679. 687. 690. 699. 746. 773. 777. 783. 795. 7 
99. 812. 823. 830. 834. 843#-C^$ tL;2>^^#-^-e** v h > SrabJf ^ CI t ^ 

& o 

[0 0 2 6] 

> (CpG4'Ovhv>) itiy y i^>(7)ttX$>^ . p< ■9^Mb$ tLTV^;SrV^ v > > (CpGtr 

tbiiE# 2004-3076888 
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^-v: 9/ 



[0 0 2 71 

m^m. (bisulfite) ^i:^^^^ ^ ti^X^ m^iz^ mm^izit^ ^-^Mbi/bi/V 

<D^^s^mmi,zmm-t^^mi:m^^x'iMi^^o 

[0 0 2 8] 

mm (bisulfite) mm^<Dmm:m^it. ^mmsu) mxmo-ie^m (-m) m.m. 

> 55X:xmS.-t^o K!^>^^Mi-^tztf). 95VX(D^^t. 5ox:x<DKmi:io-2om^^ 
ilfCifc ^>tB5!5;5o :i<Dm%. pi^;Hb$ttTV>:5rv^-> h->>J4^7 9i/;wtc^tj|$tL, — 

'^-m^zmzx. mMmmM^xii!km-^ftfzDi^AimmtLxm~(Dijmiimmzpc 

J^CV^-e, D N AXti HuiE PGR X'^ubm^^fifz D N A t , 

3>=^^Tdo ^f^;i'<b#Mfi<)^n-ri:J^'^^;5>DNA<7)Si:. f^;V'ft;#^6^7'n - 

10 0 2 9] 

j: (9 J,#S<JtC{J, FihriUin2m.1i'?'(D^^Mmm^m^-t^fzi!b<D^n-yii^ 

ii. Fibriiiin2ite^<7)-7°n^-^-<iijt. wummi^xumm'mM {=i--r^ y^fmi^ 

) l,Z^^mmimiZ^^i-^CpG'p(D^y Viy>^ ll^J.±'^trmmW.m&iZLX. ±MZ 

<Dx^i,zLxm\ri-^^tii}^x^^o mx.it. w.m^^ix^-^fi^^mfm^iz:§^^^ 

687^ 690. 699, 746> 773, 777, 783. 795, 799 , 812, 823, 830, 834, 84:3^X^-^fl^ 
V h V ^ =£r 1 m±^tf J^^ie^J ^^tci£thi- ^ i h i!)^X § ^ o >6^3i^-2> :/d - r<^«Rl =£: JliHT 

<-t y h 1 > 

#M ;K{:#M6«J y n - r : 5' -TT(nTITIXX}AGTGTAT(KX}MTTOmAGTTTTGT-3' (iB?!l#-^ 
8) 

^ ^ ;l'<b#^6*I */n - y : 5' -TCGTTTrCGGAGCGTACGGGAATTCGTCGAGTTTTGC-3' (@E^J#-^ 
9) 

Y 2> 

^;V'<b#M6<J -/D - : 5' -TTGGmTGTAATGTGTATTGTTTGGGGTTGTTGGTT-3' (SB?!l#-^l 

0) 

^^MbilfMetJT'n-:/ : 5'-TCGGTTATGTAACGTGTATCGTTCGGGGTTGTCGGTT-3' (SB^J*-^! 
1) 

[0 0 3 0] 

y; ^^'-f-lf-i^a ■^x.tf, SambrookJ., Frisch E. P.. Maniatis T.^, 

>,^^2)S (Molecular Cloning 2nd edition) , 3-;VK J^:/^) > 
/N-/-?- h U -f&fi' ((k)ld spring Harbor Laboratory press) ^l-iB^$ 

i\^^wni<r^1i'^\z^yLx'iT>)Z.}Li)^x^h^ /^-f iJ^-f -if-^/a vf4, s-^;^ h V > 

h^t^f^Ttr^f^tL^o ci^-c \7.Y^)yV:^y\tii^n-y\ hit. m7L\t. 6 xss 
C(l. 5M NaCl, 0. 1 5M h V-^? A =S:'g-tf?#?8[^ 1 0 XSSCfc-T'S)) * 
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'^tr?#?fi[4'-^4 5t:^;T^^-r :/u y v^f^i^^^tz'^. 2xssc-e5 QX:Kxm^-th 

(Molecular Biology, John Wiley & Sons. N. Y. (1989). 6.3.1-6.3.6) ^^r^ 
if-S)C:i:;&«Ti'S)o ^^>^7" y yt*i3tt*i^lftiK»i. I^flx-tf. 2 xSSCt? 5 CCcO^^ ( 
h U >v^x #^f!t^) ;6*ibO. 2 xSSCt?5 Or^-Cco^l^ {-^7. \^ ^) y 'J 

h V >'>^i>v-^^fi^) ^i^^est: (iij;^ h u >v a. ^#) ^i^'bMl^^* 

i)^is^^^^-(lf') ^^-f-if-^^a >=Srffo/i^. ^ ■^Mbil^MWyn-T'tig-g-LfcDN A 

[0 0 3 1] 

^^fflV^TDNA^ttttif So 

l&^O^S»*5fe<^DNA**#*tL;S.) ^^m-Thh^ «ffi5^<7)DNA^^gttT#Bi^ 

^^•e. Fibril lin2atf5T-<0 7°n^-i5'-^jt> f^HIRil^XJi 111/^=^1^ {u-r^y 

<OFibrillin2itf5T-<^J^^' V> 1 -?-05' ±tSEJ''ia«-rS:/n-:E- ^'-'gH^i:;^*'^* 
tL-Sry ADNAOm*@B^J«-^tfS^ J: «9 {i, @B^J#-^ 1 T'^ $ 

^^^WM (Genbank Accession No.AC113387mem$ tLSm^ie^JcomS#-^118801~l 
21000T-^$tL<2,m^iE^J<^;|SMfi<jeB^Jt^*B^i-So ) ifi^^fhix^o ie^J#-i- 1 $ 
tl.*:^SiB^JlCi3V^T{i^ h fi5|5<^Fibrillin2it'fe^OJL^ V > 1 <^i^^IB3?!){±> ^* 
##1091 ~ 1345tC^ $ tLT V> S o @E^J#-^ 1 -e^ ^ fl^Umi.n ^ K^^iTh CpGT*^ $ 
fi^^mW.W<D-y Y'yy. t^) t)^^WM^^ 1 tL;|,:^^eB^iJlci3V^-CCpG75^'^lc 

#<t-r'S)'^^4'tw:j¥^Ei-scpGtf b v'^fi. mmMMfk^(r>mum^i^^^x 

l^v>>f-;HbMS (IP*>. i^J^^Mbt^c^ (hypermethylation) ) ^^"to $^l'A#6«J 
I^M^S«t:::^v>T^f-;Ht«JK7&*it;v>>' h->>fc L-Ct±. -PBx.ff. l£^J#-t 1 1? 
^^tL^m^ie^JiriSV^T. :^ai=-^679. 687. 690> 699> 746. 773> 777. 783. 795. 7 
99. 812. 823. 830. 834. 843^-C^;^ ttS:^^#-^-e* S v h :^ =Sr*tf ^^-C # 

^ o 

[0 0 3 2] 

^J^rM-fb-fr-r, >^;Wb$tLTv^^:v^v h v/v^-^tf^fSSE^iJ^M'fbi-'S i t<^-e^ SM 

h v>75^^f^;Wb^:f^Tv^7^v>DNA<7)J^'a■. ^ f-;Hb^$tttiJi5S^*«-f^ffl ^^tttf^^^D 
NAti^lff^tL^o >{^;Hbi^^14^*<^*#fi<J^Mt LT(i. Mx.{^. Hpall. BstUI. Na 
rl. SacII^^abtf*C:i:**-C^-g)o 
[0 0 3 3] 

^K©J|5S^*t3<t;&m'fb0^te=l:li'<:-S,:*f&a: LTii. '^x.ff. mtBDNA^^SiiL 

SB^J^-^i ^v^DNA'£:liiIil"nrig^:7'7^-7-^5|-=^ffiv^TPCR=Sr^fv>. DNAcOlfiliS ( 
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^«:i^mT'$-2.i«;fflffi<^5cfi;OWtl^j PCRft * V T A PCR ^ ffl V > T . -f - -T ^^ 

Mx.{f. BB5?iJ#-^l ■C^$tt-5>:^*IB^Jl-;feV^T:SS#-^42. 889. 1083-^^$ ix-S 
[0 0 3 41 

m^$>if^^ti>x^^o mmM0.tir^-y h'y>ib^:<^Mt^fix\^^^m^Kii. 

<^ISS =S: * i t # -2. o 
[0 0 3 5] 

mm mm) t^jt^uT. mmitmzx^nhfi^mm^zA'::>'^niiMmi^<Dm'im^m 
M-r^o mz^ m%W}<^^^<o^mz^tfL^FihTiuin2^is:^<D^^)Hms.Ti)mmt 

it^LXMiffiit (Fibril lin23t<5^^^^*^flStJt«cc7)±T-li5^-^Mbt>t^-e2btt(^) . ^ 

tfz. m^ii. m%W}mm^<o^i$'i>mmx^:hm^i,zitmmm.miz^if^mmm.<o^^ 

M^^MMLxy^^^o 
[0 0 3 61 

o^f-;Wb«S/6^i«;v>/ci6ic, mmi&ii:^T!)''iE'Biz^mx^-r^(Dm^t LxmmMm^ 

off), 2^:|&§gM:)JftT-{±. liiaii)t?S5fe<^^#i^-^* i^^Fibrillin2it^5?-(^^^ 
[0 0 3 71 

^^mnm-i5^<Dm-'j:mzi3\^^x. m%vmm&^<^^mz^t.fi:hnhruvm2mi:i- 
<r>^^)vitmmznmm^i)^^^num.^m^-r^:^'&h\^x\t^ mk\t. Fibriiiin2it 
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RT-PCR^. y-^yyu yh^ CMolecular Cloning. Cold Spring Harbor Laborato 
ry (1989) ] . in situ RT-PCRft [Nucleic Acids Res. .21.3159-3166 (1993) 3 ^ in 
sitU''^-< "l/^V ^'■^-If— V3 >'fe^ NASBAiS [Nucleic acid sequence— based amplif icatio 
n, nature, 350. 91 -92 (1991) ] ^0<2r^55r:;^^«rffl v^tLjf i: v^o 

m^iZli^ ^ffifflyn-r{4Fibrillin2itfSi=-X{i^<7)-igB (Fibrillin2ii'f5T-(?)tlJ|5S^ 
*^»f. Fibri 1 1 in2itfsi=-<^:^^@e^J K'^^^^t^^^LfzmiQ0hv>-m000hpm.m<Ot U 

liZmWt^j:^^o 

t fzmWi^tifzm.^<^iZ^t tL;5)mRNA(7)S'SriilJ^i- ^ /ii6t3RT-PCR^/6^ffl hfl^^ 
^iZlt^ i^m^fL^-yy^-^-it. Fibri 1 1 in2it<K^O.i^ ^#Me<J t^Hli-C ^ -i> ^><7)T- 3b 

. mK.ii. iikTizm-r-fy^-r- (Sisense^ Aiantisense) m^^if^ ^ ti!)^X^ ^ 

iih<D-f9 ^ ^~^m^^^x^km(Dmmmiiz^ir X ^ i,zLXKT-?cRmzx^^^mmoM^ 

m^-r^^tiiX^^o ^Mi'i^^mti-^^^izii^ ?CRKfZ^Mm^VT)i^^^ J^x^^ 

(Di3.A.<Dt>-rii^^mm: i>^mx^^-^mm<^^M^nm^j:?CR^X^:hV T;i/i5"f APGR 
^rfflv^T. ^ti^^f\,(7)m^(DSiiitmi-^^ti>X^^o TJV^'f APCR«r^T^:^-ffit 

(Dtzttx^mmRX/^y hitmztim^ixX\,>i>o 
S : 5 * -GGCGAGGACAGCA(JGAC-3 * (iE^iJ#-^l 2) 
A:5'-TGATATTTGCCCACTCGAACA-3' (@e?iJl=-^13) 
10 0 3 81 

i^c2^i&^M:^*<^^-xgtc:fev^r. m%W}mm^<D^mz^tfL^FihTiniT>2m^ 
m^<Dy^Mmmiz:^mmm*^^ii^mmimM-r^m<Dy3^tLxit. m^it. Fibr 

illin2S^S^<^^iRjgt»-e*'2> Fibri Ilin2i5' y^'i^M<7)M^W]^-t^:fo^^^if^^t-/}^ 
;V'tn;#:> jKV i?^:^;^irL#) ^fflv^/c. m^Ji^^^> Vzfy ^ . ^±tt. 207(1992)^tc 

f3«$tL^-r Az-T'ny ^'Stttrnzx^^mm. mm^^mmm (elisa ts) 

H<^tr, Fibrillin2^^^/N-^'Str*t-r<5.#Mfi*JSL#{4^ ^^i? ^Sr^&je&^H t L 

[0 0 3 9] 

9 ^J:^mi3i^^m^^X. m%Wj'^&^<7>^mz^tfi^FihriUin2miiSi^<0^ 

^)i'immi>z:^mmm^^^^m^^mmi-^o w\^^fifz:><^}Hmm<iz:^mm%i)^^ 
^^mmt. #i)x.{fs mmmmmmommm,i:ntz^j:\^^tmm^fin^^'^^j:m%W}m& 
^(r>^mz^tfi^Fihri\un2muir(D;<^)\^^mmizmmmm^:h^ii^m^ (s^m) t 
i:!twtLx. mmitmzx^nhfi^m^i>'^'^^M$mw<Dm'im^m^'r^o mz. 
m%wsm^^<o^i^iz^t tL-5>Fibri 1 1 ir\2Mii:i^<D ^ ^)HtmmizjE<Dmmm^^^^ ^ ^ 
mmmm t itmLx-^iffntxiin(o:^mmm^^^mmmT!)mm t itn Lxmfftit 
iFihTiUin2m.m'^if)mmtitm.<7)±xn^^M\:.^mx^fnt) . mm^^^om'itmTt)^ 
Mm t jti2o±t?iti tsfii^-rz>^t i)^x # * o 

[0 0 4 01 

:^m^Wm-:fom j3 ^ . Fibr i 1 1 in2stfsi^O > ^ MmmX «4 iCffi * ^ 

^mm im^-t^ftib (D^mi^mx^m L#^:^7-f-^-. yn-rxt* ^ 
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x(D^mii ^)*)^^-^tf ^<^-c*'2>o 

[0 0 4 1] 

mmmmm^(DmmmKis\^>xi&\^^o — ik^<Dmmmxi,^-r x ^ Fibriiiin2it 
^v^) Fibril iin2itf5^. mmm:i^^(D^^mm. mmm.m^<D^m.^iS:m-r^mtj^m 

i-^mV. {m^kt. Fibrillin2itf5^t;#'&DNAp{^;l''fb^ia#1-'5.2^K. Fibrillin2 

Mx.{f, FibrillinaitlS^cT)^ f-Mb^Slg^^ST^^-St^S^^T'^;?) i:^»f$tL^ ^ 

Fibri 1 1 in2itfSi^tC#-S D N A > =Sr ^ ^ #ii^SlfflJ3a^<7)^afla icit'^-T 

^vliitcj: 19, Fibril! in2jt<5?-<^yo^-^^-'S^X{i3-7''f > ^m.^\,Z^Z>M.mW, 
^J*lCl?Hti-;S)CpG4'0 V h V > *IE#ai^t IWI^tCfg^ (hypomethylatlon) 
t Fibrillin2it<5^<7)^5^M!iJ-C*;2)mRNA<D^mS4-li::^$-ii:. r>V>-C{iFibri llin2 

o tfzmk.it. Fibrillin2jt^^X{iFibrillin2^>/N-i5'K07 5 ym@B^J=S-='- Ki-^S 

mm li'^Bif ^ Fibri 1 1 iii2 ^ H <0|&3S4 SrJi:^ ii: ^ t j&^t? ^^bfz^do 

[0 0 4 21 

(1) mn^^tLX. FihTiUin2^ii:^<D^m^i&m^^mt} 

t^i-^%K=sr-^^. ^ mm^^^Tbm^ ^izff^^^fi^mi$-^i<mM^t^fix^j:^:it 
^^WLt-r^iin>mm^. (2) *3^^:9'tLT. FihviniTi2m^=p<D7< ^mMm^^i- 
^iixrj:;bctis^WLti-^ijimMi>i^mLx\y^^ (iiiTiiDT. :^§tmm.mM ttz-t ^ 

t ^>*-So ) o 

[0 0 4 31 

:^^mmmM<DMmtLxiim'^<omMx^fnmizmmii^j:\^^T!)^. :i<dxo y'^mMn 

[0 0 4 41 

CLvlTN Fibri 1 1 in2stfe^5rMir^A1- 'S. LTti. -^7 ^ ;v>?.^i5' - =^flj^ L 
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994^4^ #.20-45H. ^i^E^iiflJ. 12(15) (1994). ^^IS^SUflt [mi:^f^m<Dmmi$. 

m] ,m±^ (1996) ) ^<^:^fe«-*tf*c:t**-e#*o 

7.. 'yy\£::^^-i )V7.m(DT>l^K^^ }\^:^X\tRBA^^ TR43l{±^MTR4 
(DNA7^f">'^) > V'-KV-A^, ^)7i?y ^ir'f-ym. i^u^ i/3 

ex vivo* (BS-9-^J^>>^. 1994^4^ -^.20-451:. 36(1), 23-48 (1994) . ^ 

^B^lifiJ. 12 (15) (1994) ) ^ ^ tf-S ^ t -^^x # o 

mt'i ^9S■^$^^#'2>o i?!ix.tf. wmmm^. mm. mm. ;fei*i> 

mim. %imm<DnmMt:mmLx x\^>o tfz. ^mnmiz^-^-r^m^ (-^a^jir 

[0 0 4 51 

$>^x. (1) mmmK^mmM^i^m^^^f^-'j^n. (2) ^-xm. (i) m^. m 
mmmmiz^tfi:hFihriUin2Mm^(o§tm.Mm&^m^i-^m-j:m. (3) m^^fi 

fz^mMm<7)& t MM t ^it^i- -i. >r i: i 19 # hfi^^m l::^^' # ^m^M^^^-T h Fi 
bri 1 1 in2af5?-c9^m*«1- S tg:^J Sr^PJ^I- ^ HHXS =Sr ^"T ^ o 

abtfbtL^o :Rr#:fi*Jtr{i> mk\^. BXPc3> HPAF-II. Capan-2. MiaPaCa-2. Hs766T. PANC 

-u HPAC {'^xkicci)-hx^-^m) ^<o<k^i'j:\i.y^^<ommmmum'^i>^f^^i^ii'x 
^^mnmii^<^m-jimzii^^xmmmz^mDn^mm^^^tzib(D^ ^smo* 

t LXkt. iit^ 1 0 " ~ 1 0 « aMtLtf i < . 1 0 5 ~ 1 0 ^ mWUt Lv^o ^ 
^^^®^%«<^jiEt LTIi. m^mo. 1 n g/m 1 1 0 0 ;=/ g/m I T'^tLtfJ: < 

. ^1 n g/m 1-^50// g/m 1 t Lv-o mmmz-^mon^mM'^^^^^^^ 
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, mmm'^mmM^^m^'^'ctj:\^^m^) T'OFibriiiiii25iis^oiimsi^s mm) 

mmKmo^mmm^mm^^fzm<DFihTinin2m^^(o^mmm&^m^^x i> X <. ^ 
mmmmmm<Dmmm^wfz^j:^^tmm^ftn^^'^^j:m%W}m^^(D^mz^t 

fi -S Fibri 1 1 m2mi^'¥-(D^mmm* i > =Sr ^B* ^ •lir/cJ^'g-^StCJ^^M $ * v^:^-^ 

[0 0 4 61 
[0 0 4 71 

nife^^fl 1 mmmmmwiz i3 if ^bFibr ill in2Mi^=f-<D^^)H\:w.<DmmMm) 

}^Ym^<DmMmm^W7m.[BXPc3. HPAF-II. Capan-2, MiaPaCa-2, Hs766T. PANC-1 
RmPAC i^XATCCm ] =£:ATCC (American Type Culture Collection) <7) :^ ^ Kti 

m.^fifz. 'tfi'^fi(omfi^^<otztt><Dm-mi^mx'^zr::i>y V iz^^t-ci^mLfz 

^k. ^^mxlO'^mm^^ibfZo — ^fi^J^^^'fb^O;^?* CAm. J. Pathol. , 148, 1763-1770 
(1996) ] l,zX<^xnhfLtz^mt (IE#) mm±&mmW2m. (HPDE-4/E6E7S.t>TffDE6 
-E6E7c7) [Citihlfiy Dr.Tsao (Ontario Cancer Institute and Department of Patholog 
y. Unversity of Toronto) izxy)^ -g^^ • lrS$tL> mmm^m^^hm^'^^'C^&l^ 
. ^mmX50\J/iaL<D^^zy') RZr. ^jftlg-eSOug/mLO:^ hv-f v>SrJnx./cK 

eratinocyte-SFM, liquid (Invitrogentt^) "k^ittLX. ■^y::! yy )Vscy y iz^^j: ^ 
tX^mLfz^k. #>^l^lxlO^M^r^ie)7t:o mtbhfirzmMi'. SEDTA/N' 7 T - [lOmM 
Tris-HCl(pH8.0). lOmM EDTA (pH8.0) . lOOmM NaCl] ^1 Ofg^fiiPx/s:^. CltL*-* 
^v^-^'fXL^o nhflfzm^^iZ. proteinase K (Sigma) =Sr500/ig/mK V'r''^}^WB. 

i-vv^^ii%iv/w)i,zrj:;hx^izm^fz^^. ^M55x:xm6mii^t d Lfzo mt o 

^T^k. ^m^^^m^y J^J -J^ [IM Tris-HCl(pH8.0)t3T|fefD] • n □ ;v Attmiak 
mLfZo Tm^MUl^. CltL^zNaC1^0.5Ni:^^*J:^^^x.^cm^ itt=Sr ^ -;Wzti^i- 
^^ifcizj: J9efc«S=S-|llJRL/io I1IJR$ tt/izt jSf*TE/^*•y 7 r - (lOmM Tris^ ImM EDTA> p 
H8.0) :ifL\ZAOiJLgMUZtj:^ XnizmzsQ k (Sigma) im^XZlX:X\m^^ 

fzo yiim^tmUL. itLtcNaCl'^0.5Ni:35:-& i^JoATtm. :zfii:r.^^~)i^^mi-^^ 
tizX^ftm (y^ADNA) *-IiIJRL/^o m^fifzftm^70%:i^^ y -JVX^) >:^Lxy 

#^tt;^cyy ADNA^, mmmmzioHUZxm^t^k. Clark et al.. Nucl. Acids. Res., 
22, 2990-2997, 1994; Herman et al.. Pro. Natl. Acad. Sci. USA, 93. 9821-9826, 1 

996izmn^fL^yjmizmzxm.m^^m^yv'y-i^iskmLfzo bp*>> mm.mmfi!km^k(D 
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tzo ^<om.^!&K. O.emMH Kn^ry > (Sigma) =S:*!-igft0.5inM^ MW^:^Mi- h V ^ iSi 
waa)^m^mS.imzi^;bXdKm^ti^. Cti.*95"C30|j'\ 50VC15^i:l'^^ ^ }^ ti- 
*'(Sza=^15-9--1' i^;Vfiro/^o ^ h $:}xfcT^7&^ibWizard DNA clean-up system(P 

fzo 'Ay'^-c. Wcm^tifzm^m^^^y^-J^rtm^^::ti,zxy)rtm. (DNA) tmui^fz 

[0 0 4 8] 

t i£r Is^ffl L * mi . @e^J*-f - 1 ? tt ^ :^^I5^J <D 677 ~ 847 <7)b i i su 1 f i t e 
Mm<^J^*S^^lI^'♦i^^^l71bp<^DNA:65^ill<i:&:^^. ^^Mb#MKJ7°v>f-7-Ml 
i:M2t ^risgffl LTtJ^-g-tr {i, @S?iJ#-^ 1 ■C^$:h.^:^»#^680~847<^bisulfitejaiSI^ 
<^3^3li2^J IC^B^ i" 168bp<^DNA**liilli ^fi^o 

< p« ^ Mtii^^ » y 7 >f -7 - > 

Ul : 5' -TATG(K}AATTTGTTGAGTTTTGT -3' (@5^J#-^ 2 ) 
U2 : 5' -AACCAACAACCCCAAACA-3' (SB^J#-t 3 ) 

< ^ f- ;Hb#^ e*> y 9 •v' - > 

Ml : 5" -GGGAATTCGTCGAGTTTTGC-3' (iB^J#-^ 4 ) 
M2 : 5' -AACCGACAACCCCGAACG-3' (12^!]#-^ 5 ) 

mmiri>fziif). i-r> ^mit (ie-b) mm±&mm^ (hpde-4/e6E7) yj-ibiito^^^r- 

^^'y ADNA(l)=S:$fttBL> ^ ^ ^Mb^^SssI (NEBtt) J: «3 ^giSL^y ADNAO 

5'-CG-3' i^T^^^;WkL/c(2)o Clti-ib (1)^3 J: IF(2) ICOV^T . ;>« ^Mb^if Mfi<JPCR 
:fe J; Zf^^ ^JHmmmCR^:^^ 
10 0 4 9] 

PCR<^jg:fD?Ri: LTfi. mMti-^DMt:25ngt. 20pmol/// K^JifBy^ 
l/zlt, each 2inM dNTP=Sr2. 5^* 1 1 ^ 10Xj^«flgE(100mM Tris-HCl pH8.3. SOOmM KCK 20in 
M MgCl2)^2.5// 1 1> m^MDM^V M 5\]/fJi^^0.2^lt^m:^L. ^ftizmMM 

i^7^^mk.xmA^25fx ltLfzi><D^m\^^fZo -h|B<^#^^Mbi|^^S*J7'v-l' 

mLtzm^izii, mmKJBm^. 95x:i,zxio^m^uLfz^k. 95x:ic-c3o#^^v^-c'59'c 

13 T30#^$ lb 1372*0 tCT30#M* 1 "i}-^ ^ Ji' tir^b^M.^ 32^ ^ }\^^^ ^^XP C R 
=^=ffo7to ±iBc^^f^;Hb#^6<jy9^-7-=^>ffifflLfcJ^'g-t;{i. ^m^^DT&=^. 

dSVKXlO'^m^r^Ltz^k. 95'Ct;T30#F^.i^v^-t?62'Ct3T30#F^$ fb tl72'CtC-r30#FHl 
^ l-9-^'i^;i'i:-r'2.i^za=S:32-9-'f i^;i'^f d*#T-PCR«r^fo/io ^^-TtKOm^ii. PC 
R«:^fo/i1^. ifipg^tJ^-^tf PCR(^^JSfl8t=£-2% T#n-^r;vm^^ttt3ttLfCo 

^(D^m^mi izmLfZo \^ym^<7)^mt (lE-t) #«±JfeM» (HPDE-4/E6E723: 
mPDE6-E6E7c) <7)m^KiS\,>X . W ^ ^ Mt^^^^^^ 4 ~ Ltz^^ (V->U 

) i,ziimm^ti^fzDM<D^'(y vi)^mtf>(bfi. ^^)Hmmm-y9^-7~i:^mLtzi^^ ( 

k-:^M) fC{iliiI§$ttfcDNA<O^N*>' K7&«^ai$ti.^j5&>ofc:o ^^X. t h fiJ^t^/f^JB'fb ( 
iE-^) M±MJ3a*N (HPDE-4/E6E7:5.mffDE6-E6E7c) (D^^iZiSX^^X . i>*<t^>. IB 
?|J«-^1 -e^$tL;5>:^*@e^!|(75:^^l=-i-679, 687^ 690. 699, 830, 834:S.^^'843■r'e■:^^e 

iv^^fL:hz^ hiyyiip^^}Ht^ti^x\^^^j:\f^tmm^tii-zo ^fz^ mmmmmw7m (bx 

Pc3, HPAF-II, Capan-2> MiaPaCa-2, Hs766T, PANC-i;S.rnffAC) <om^iZiS\,^X . 

ji'^mmm-f^^-^-^i^mLtiw^^ (u-^u) tctttiiii$tLfcDNA<^/N*:'K7&«3^w$*L 

•r. ^^)Hm^^-:^y^-r-immLfzm^ iu-yu) iZiim^-^tifzdM<D^^> V-i^ 

7. 690, 699, 830, S34RmA3X^fl^fl^^fl^i^ h 'yyiij< ^Mt-^flX\^^^ t^M 
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10 0 5 01 

Y^nrX^l #12^# (Case 1 ~Casel2) SEDTA^n* r - [lOmM Tris-HCl(pH8. 0 
). lOmM EDTA (pH8.0) . lOOmM NaCl] i 1 0 ^^MM^fz^ik. ^M^-^l^i-^ ^Lfz 
o ^hixfzm^^^li^. proteinase K (Sigma) «r500//g/inK V -Tiy ^ V ^ A i: 1% 

{v/v)i,z:^^x^iztu^fzmi. cfii55V^mi6i^mmt^Lfzo mt^i^rT^. Mmm 

^m^y ^y-}^ [IM Tris-HCl(pH8.0)liria^n] • ^nn;}.;VAttffii!!!iSL^^o 7kit=Sr 

m^:mi(^LfZo mU^fifz^m.iTE/'^y y r~ (lOmM Tris. ImM EDTA, pH 8.0) li^mM 
CttH40//g/mHC^:* J: -5 tiRNase A (Sigma) ^rjinx. TST'CT-lNFP^^f y^si.^- h 

JRL, CtLtcNaC1^0.5Nt J: ^ JPx-^cf^, ^ tt^ j:. ^ y -;veti^-r^ i t J: I9 ztM 
(<^yADNA) ^ilJRL/co |oli|X$^X/iM^70%J^^y-;v-eU ;^XLT^yADNA«r 

#fbtL/cry ADNA^Tx iWRa^^BamHIt'TM'fb^, Clark et al.. Nucl. Acids. Res.. 

22. 2990-2997. 1994; Herman et al.. Pro. Natl. Acad. Sci. USA, 93, 9821-9826, 1 

^^'y ADNA(^500ng)=^^®7XtcMtT20/z 10<5r*y A D N AvM^rP^ Cl^frt^SM 

:^Wii\:'ry')'^-t^^mifim7Lfz^ (i^mmmo.su) , mmm^^mi:S7x:-r^i5^m^WLh 

fZo ^om^'^miZ^ 0.6mMti Kn dry (Sigma) =^*l^iftJK0.5inM, M^^tK*^ > U -^^ A (Si 
gma)=^#!-jgJS3.1MtC^:<5. cfc d l^Jinx./cf^, ^ :Jl=^95t:30t>\ SOrT-lS^^l^f^ ^ ti" 
-&iSza^l5-9-^ r^-'l'^To/Co ^ h ^Wizard DNA clean-up system(P 

rotaega)im^^Xmk^mUVfzo 3!iM$tL/cDNA=Sr50// K^TE.'^-y "7 r-tC^^HL. Cltttc 

tzo ^v^-c, mm^fifzm.^^^^^ y-}^ttm'r^^ti,zxio^m. (dna) ^miixLTt 

o m>^^fitzitWL^20M KDTE^^y y r - izmmvfzo 

[0 0 5 1 1 

)vimmmzfy -( '7-MitM2im^^x?cR^n^fzo wy^Mmmm:f9^-^-mt\]2 

t ii^^ Lfzm^Kit^ ia^J#-^ 1 •e^$ti.;i.m^@e^jOi^^#-^677~847CObiisulf ite 

tmt Ltzm^KH. IB^J*-^ l ■e^^^^*^£^#■f•680~847Obisulf Ite^lltS^ 

(O^&mm iZ:mm-r^ 168bp<^DNA7{>*iii|i $ tL* o 

< ^ >'^"f k#M 60 7 -7 - > 

Ul : 5' -TATGGGAATTTGTTGAGTTTTGT-3' (i2^J#^ 2 ) 
U2 : 5' -AACCAACAACCCCAAACA-3' (Be?RI#-^ 3 ) 

< ^ ^Mk^MWT"^ ^ - > 

Ml : 5' -G(K}AATTC(rrCGAGTnTGC-3' (lE^J^-i" 4 ) 
M2 : 5' -AACCGACAACCCCGAACG-3' (@E^J#-i- 5 ) 

mm(^M^. (iE#) mm±&mm^ (HPDE-4/E6E7) 0<5^yADNA(l)i5J:r>\ 

0-S|5=Sr^f^;Hbg^^SssI (NEBtt) i «9 ^UtaL'^'y ADNA(2) JCi3V^T5ft^«^*.f 

o 

[0 0 5 2] 

PCROS:C&?^fc LTJi, #H!t-t-;5DNA4r25ngt. 20pmol//i lOJifBT'^ -< "^-^flR^r^ 
1;/ It, each 2mM dNTP$r2.5;t/ li:> lOX^Wtj^dOOmM Tris-HCl pH8.3, 500mM KCK 20m 
M MgCl2)=t2.5yt/ It, lt^^NA*°'J y 7--lf 5U/// 1^0.2/z It^rrl-^L. ^tttc^^®® 
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X30m^ ^ h Kizr: \iZ T30#K A^t-r^ %U.iZ2^ 0kW-^ PGR 

9513 iCTlO^r^'JI^za L/C f^. 95"CtlT30#^>^V^T'62'CtwT30#^$ lbir72'Ct'T30^3''^ 
^ l"^^ )Vt^^%iiMii32^>( i7 iV^if^^k^X-? CR^'^ofZo v>•rtL<^JiF^^)^ PC 

^•r-^^mx^fz^'k (V->U) »;{±lii|ii$tL:^cDNA<^>'N*> K3&«^i6etL, >-?^;Hk#^ 

fi<J-/7^v-?r'ffi^L7^cJ^'^ (^->'M) {C{±iiilig;gitL7tDNA<^/>'>' K7&^^m?tLJfc;6^ofc 

■^»@e5^JcoJ^*#-^679. 687. 690. 699> 830> %WBLXfUZX-^iv^fi7^-^iti>i/ V ^/y 
t±^^;Wb^ttTv*^:v>tJ|aj»f$tt/Co jP^lii#ijailfel2^#ft'9*^#:-C. f^;Hk#^fi*I 

•:fy ^-^-^^mvfzm^ (i^-yu) i>zi>mu^n'tzdm(D^'(y vf)m>ibhfitzo '^-ox 

, ^i^^#tCi3V^-C{i, /i'-^< i:^@e^J#-i-lT-^^ti.'&:^*lfi^J<^:^»#^687> 690. 
699. 830. ZZA'BLXfUZ-V'tK^fi^^ft^ Ji. aiSI<7)— |f|5,&f^'fk1--5) i: J: Ij 

[0 0 5 3 ] 

t: hft3|5<^SPltS^Sm**7a (BXPc3. HPAF-II. Capan-2. MiaPaCa-2. Hs766T. PANC-1 

:S.OTff>AC) :5tI>*^5B<k dE-^) mm±.1^mmM (HPDE-4/E6E7:5tmffDE6-E6E7c7) 
^%■e70%=^^7;^i^ h(i^^t-e:^«L7tfi:. #^<D,^^^*ie)fCo %^hfLfz^^ 
<omm. (^^lOOmg^mm) =^lml(7)IS0GEN^Ti£ > v*- ^) ^S-ii-^UT*^ v:^-f X 

C:tttC0.2ml<^:5'nn.i^;VA=SrtP;tTli^L7to H^^. ^^rS-^tJ^r^'C-^Ji (4*0 
. 15000xg. IS^S-FbI) -r-Si t JCJ; i9. ±?t^ 01131 Lt^o HIilX? tL7t±?tt'0. 5ml<^^ V ^ 
n/NV-;u=^]tinxTM?iL7^cm. (4t:, 15000xg. 15^F^) t-^^ttcJ: 19, 7t 

^ (RNA) =^Ii]JRL7to IIIi|3l$tL;^citM=^75%j:-^y-;VT"; L;^cm. DEPC (vJ^^;^ 

tfc. t h S*<0#M^S/«J3a* 2 a (PANC-mOTffAC) ^ltJ6x lO^m/lOcm-/!/- h 

za-2'-deoxycytidine (Sigma$S») (JJIT. SAza-dCtie-To ) =SrO. 5;t/ MX{il/zM<7)ji;Ki: 
^: i: ^ ^Afetc^in L/io 5Aza-dC<^^]bD;6^ 'b24B#^f^tc. 5Aza-dC7&^'»$ tLTv>*v^± 
iB<^:^*fe(C^i^L. :^«*mil^L/Co J*:v^-e. ^ttf^SBilC. |WI:mi^5A2a-dC«r^AfetC 
^i/nLTto «am4 B lt::m=^lslJRL. IlIJR;?tL7t«DJ3&;&*ib_hfBt |W|#;Sr:&i£-eRNASr 
»m • EJIXL/Co 

Clc^J: d l-LT#ibtLf>:RNA3 ;t/g^DNaseI (Ambion) -e^SL/c^. CtL$r»at USu 
perscriptll (Invitrogen) «-fflv*T^^^^lC^ft$ tL/c^n h n -;i/lc$&v^cDNA*'^ 
^Lfco 'a-^$tL/ccDNA=S:^Mt LT. ;6-o, iy.TlC^LyiFibrillin2 Si:Fibrill in2 A 

^y^-f-^-^i: LTfflv^/cReal Time PCR^fi'^ ^ t J: 15 , Fibri 1 1 in2ilf5^^0mRN 
Atca5|5l-;2)DNA^liilisL/Co CIOI^. n> h n-;V't LT. ±iB<^cDNA=SraM t LT. 

JJJlTJC^LfcGAPDH StGAPDH Ai: 'SrT'^ "^-^tt LTfflv^/cPCRSr^f 9 «^ t J: 
. Glyceraldehyde 3-phosphate dehydrogenase (GAPDH) st^T-<^mRNAfrcS5^i-^DNA«rli 

<'fy^'^— (Srsense. Aiantisense) > 
Fibril lin2 S:5'-GGCGAGGACAGCAGGAC-3' (@B^J#-^12) 
Fibri 1 1 in2 A: 5' - TGATATTTGCCCACTGGAACA-3' (i52?iJ#-^13) 
GAPDH S: 5* -AGGTGAAGGTCGGAGTCAACG-3' (12?!J1=^14) 
GAPDH A: 5' -AGGGGTCATTGATGGCAACA-3' (iE2?!l#-^15) 
[0 0 5 4] 
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li:. each 2.5mM dNI?=£r4;t/ 1 1 , 5idM dmUptlt. lOXSYBR Green PGR Buf 
fer«:5/iK 25niM MgClz «r6;/ K WllfitiDNA 5KU>7--if (AmpliTaq Gold) 5 U/// 1^:0.3 
fi K AmpEraseUNG«-0.5;/ It STtS-^L. i tttcStm®»ll7K«:Unx.T^^*50A/ 1 L7t ^) 
iO^-fflv^y^To Real Time PCR^i^ iCycler Thermal Cycler (Bio-Rad Laboratories) =S:fflv^ 
xmmLtZo Fibr i 1 1 in23tfE^^ i Z/GAPDHjt<5^-<^mRNAtC fi5fe-t ^DNA^itipl-r-S) Jif-a-t:: 
^^RIS?!^?:. 95X: iZXlO^m^i^L fz^. 95"CtlT30^3'^M. 591CI*T30#K. 72t: 
ICTSO^K* l-'J-'f LTReal Time PCR«:fTV>. Fibrillin2itfE^j3 J: t/fGAPDHjtiS 

^<D^^^m3RVmAiZ^LtZo ^Vm^O^mt (lE't) #lr-hMW (HPDE-4 
/E6E7:5.miPDE6-E6E7c7) (^J^-^iCti. Fibri 1 lin2itfE^^OmRNAtcS5^-r ;5>DNA^^^m $ 

fz<oiznL. mmmmj!k^7m<o\^^-rfi(om^izi3\.^xi,. Mmmkimm^fi^j:i!>-^fz 

o SP*>> \^V^^(Dyf^mt (jE-t) Pl=±;S.^M (HPDE-4/E6E7:5.WTffDE6-E6E7c7) 
{i. Fibrillin2it<5i^O^5a;6?5S^$tL/cc0tC^L. #M^^Jia** 7 a<^V^i*fl,tC;fev^-C 
^) X Fibri 1 1 in2m^^<Dmmi>mib ^ tL^ o 

0.5/iMX{4l//M 5Aza-dCO:??:&TiC:^*$tL:fcPANC-lS.W^AC<OJir'g-tC{±, Fibrillin2 
a^T-OmRNAtCfi5^-t*DNA75«^ai$tu:t„ j^S, GAPDHafe^OmRNAtcfi5fei-;£,DNA(i. ^ 
JB'fb d#) #W±M!a* (HPDE-4/E6E7S.r>'HPDE6-E6E7c7) <Dm^RV^5Azz-dC§m^ 

Tiiz^m^fitzmMmm^mmc-mmpAc<Dm^^^^^ii. o.s/^Mxtii/iM 5Aza-dc# 
^TiiZ^m^fifz?m-iRxmkc<Dm^<D\^^irfii,z^\,^xi,mm'iz^m-^fifzo fiP*>. # 

M-lS^ll&=t*PANC-l3imiPACOm'^tr(i, > ^Mm^M<o:^^TKFihriniii2m^=f-<Dm 
^ifU^hiifzo 

J;f9PE#$tL. ^f-MbRS#^J<^^^£T-eFibrillin2af5ir;6«^mi-'5)-:i<i:*^5^'b 
[0 0 5 5] 
[0 0 5 61 

[mil t h (jE-^) #W±;feJfflfl&^ (HPDE-4/E6E7:5.mffDE6-E6E7c7 

) WMBMnrnMl (BXPc3> HPAF-II. Capan-2. MiaPaCa-2. Hs766T. PANC-i:S. 

miPAC) i)--hmu^ft. i}^'=>. mm.i^mi-v') ^j^^m-^ixfz^y J^mk^-tfi-^ 
fimm.t L-cpcR^rffv^. vcm<o?cm,^^Wi^rifu^7.y)i'm.%i^m'(^5^^Lfzm 
^^7f^\.tzmx^^o mmhfzmm.<r>^n^±.mz7^'Lfzo HPDE4/sssii:ifim 

$ flfzm\i. HPDE-4/E6E7<^<>'y ADNA^ ^ ^;WbS*SssI-C^!!!iS bT# h fifzmk^ 
p« ^ }Ht<l^m Wy^'f-^-^ffiv^ ^PCR<^PCRK/S?e[o 

[II121 t h a5ii<DmMiife:s.y^-?-o^3opiiijE'^ai^ >y 

^tifzyyAdm^^iv-rtimMt L-CPCR*=fTV^. ?CR^<D?CRKJBm^T:ffu-;x,V 
}vm^1^W}X^mLfzi^^i:^L.fzm-^^^o Casel~Casel2{i> ^#«-^U^o Can 
cer{±I^M^M. Normal{4-eo^ia<^#KjE#mi^t?*>-2.o V->U> ^^^^Mm 
^StJT'^^-^-^^fflv^/cPCROPCRRfDfSL ; U->M^ ^^■^;Hbi|fMe<J7'7'f v-=lr 
ffiv^^cPCROPCR^/5^o 

[133 1 t h J^^<Dm^1^m^W7 m (BXPc3. HPAF-II^ Capan-2. MiaPaCa-2. Hs76 
6T. PANC-mtm>AC) RV^mt (lE'^) #lf±^«BJ!l*|c (HPDE-4/E6E7S.Jm'DE6-E 
6E7c7) tr:feV^TFibrilIin2it<5^<^mRNAHS5||-r'&DNA^ReaI Time PCRl^iiilli 

^LTto mMii. Fibrillin25tfST-l:=^GAPDHitfE^^gT-|^t7t^=^^i-o 
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[11141 :^mt (lE'B) mm±&m^^ (hpde-4/e6E7) > rz>\ y^Mtmrnm-c 

ab*5Aza-dCS:. 0. 0. 5;£/ MXJ±1// MOiftgt?» L/cH h S5fcO#flg^SjjfflJim 2 ffi ( 
PANC-lSC/Tn>AC) tCiSV^T. Fibrillin2jtiS^OmRNAtca5^-r^DNA«:Real Time PCR 
T'iiilil LT^f lb tLTtFibri 1 1 in2jt{5^S=S:^ L/c l^-C* <2. o -ffiffl L fzmm<D^m ^ H 
(^STSPti^Lfwo mWi. Fibrillin2jlfS^4SrGAPDHitfE^=-g-C|^L7t€=£:^t- 

[0 0 5 7] 

@E3nj#^ 2 

mm-^ 3 

@B^J#^ 4 

PCRcofv:a6t::i£tf$tL/^:t V a'^^' Ky^^-T- 
@e^J#^ 5 

mm-^ 6 

SE^Jl=-t 7 

PGR<^;feie)t-l£tf$;*L/i:tU =rj5?^ Ky^'T-^?- 

7'n-:7'(7)f>:A6tClS:ti-;?tLfc:t-'J rf^^^ V:^^ K 
iB^J#^ 9 

- TT'CO 7t i6 tclStf $ tL/c U ^ V :t f- K 
BB^J#-t 1 0 

@£^J#-^1 1 

WM^^ 1 2 

?Q^<DtzibKWLWc^iVti:^') ^ 1^:^-^ Ky^'f-^- 
@E^J#-^ 1 3 

PCRcO/ia6lc^ftSitL/c^'; i7 V7ir^ K7°7-f 
i5?!l#-t 1 4 

PCR<^fci6(c|£tf$tL^c:j-'; =fj? iJ' 1^:^-^ K-T'^'f 
i£^J#^l 5 
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SEQUENCE LISTING 

<110> President of National Cancer Center Research Institute and Sumitomo Chemic 
al Co., Ltd. 

<I20> Method for evaluating the cancerous grade of a mammalian-derived sample 

<I30> P156222 

<160> 21 

<210> 1 
<211> 2200 
<2I2> DNA 
<213> Homo sapiens 

<400> 1 

cctcgccccc tccagccggc cccccgggcc cctcctctcg gcgcccggac cttggccctc 60 
cctctccttt cccacttctc tctttgccct aacttcgccc ccatcccccg ctcatttcct 120 
ctcgcacccg ggctcgccaa tccctctttc caagtccctc ttccagcccg gccttcctct 180 
cgggttcgcc ccccttctcc ccaatctccg tcctcttccc tcccttcgcc ctccccccct 240 
tccttcctct tcccctcacc caaccctggt tcccctcgtt cctcagtccc gatctctccc 300 
ttactctgtc cccgcccact ctgcgccggc ctctcagtcc gggttgagcc ccacgtgtgg 360 
acggccgcgc ccccactgac agccgccgcc cgccggcccg ccccgcgccc cgccgggcct 420 
ctaaaacccc cgcgccgcgc cctccaccgc cgcatcttct ccagcgccca gcctcccgcc 480 
ctctctcttg ctggccgcac gccccggccc cgcgcacctc cgcccggctc cgcagccgct 540 
acccgcgctt cgttgccctg tgggactccg agcgagcccg gagggaaccc tcctcttctt 600 
ctgggggcga cttttgtttg cttgcctgtt tctttctggt gacttttgca gctttccaat 660 
atccgtcttc ggagcgcacg ggaatccgcc gagctctgcg tgcaggccct tttttctttt 720 
gaggttcaca ttttttgaaa ttttacgcca gggcttttgt aatttcctcc cccgcccgct 780 
gacggtcctg gagtcgctcg gggctttagg ccggttatgc aacgtgtacc gctcggggct 840 
gccggctgca cctccgccgc gcctcgccgc tcactgcgct agacccggcg ccccgcgtct 900 
cgcttcgcgg gcagtcaggg ggccggcgct ctgtcgaggt ctccagctag agcagggagc 960 
ccgagcccga gggagtcccc ggagccgacg aagggcttat tagaccctga ctcttttctg 1020 
aggcgcgcag attttgtctt tgatcactcc ctctccgcgg gtctacggcc gcgcgctttc 1080 
ggcgccggcg atggggagaa gacggaggct gtgtctccag ctctacttcc tgtggctggg 1140 
ctgtgtggtg ctctgggcgc agggcacggc cggccagcct cagcctcctc cgcccaagcc 1200 
gccccggccc cagccgccgc cgcaacaggt tcggtccgct acagcaggct ctgaaggcgg 1260 
gtttctagcg cccgagtatc gcgaggaggg tgccgcagtg gccagccgcg tccgccggcg 1320 
aggacagcag gacgtgctcc gagggtaagt gggcaagcgg ctccgcacct agggctccgg 1380 
cttgggggag gggggaatcc tcagtttggc ggctttctgg cccactccgt cccagaccct 1440 
ttagctggag cctagagctg cagccccctt tgccagaata tccaaagacc cccaggagcg 1500 
cgtccccctt ttccttccca accccgcagc tcagcgggcg gaaagccctc tctccggggg 1560 
ttgggcggcg ggtggttagg gggtccaggg gtgccgatcg cagagcgtgt gcagagctcg 1620 
cgctgcggga acaggttctg aatgtccggc ggcaggcggg cctgggtccg cctgctgcag 1680 
gggccagaga agcctgcttg ctccccacgt cggggccgcc gctcgtgagc cttttgtttg 1740 
aggacgtgtg cagggttcac agctcacctt ctcatcgtca acccgagcgc tccaccttgc 1800 
gacgcgcttt ccttgacacg tcggggccaa agtaacagtt gaccaaggag gaatggattt 1860 
gggaaggagg gcaaggattc tttggaacgg aatggtccct ttgttctctg catctggaag 1920 
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ctagaatagt agcaaattat atgtttccat gcctcttttc gccctttaaa aaggcaggca 1980 
agggacgaca gatgaaaggc agtgtttaga catttctgac cctcctgcat tccagcatct 2040 
agctcttttg cttccacgtc tgcctcccga tctccaataa tttgaagtgt aattttgatt 2100 
tgtttgttgt cctgaaatct actcgctcgg ggcattgctt acgaagaccg tttatatgtt 2160 
gctgcatccc tctacctatc tgttacgtga ccgcgcttgt 2200 



<210> 2 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PGR 
<400> 2 

tatgggaatt tgttgagttt tgt 23 



<210> 3 
<211> 18 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PGR 

<400> 3 

aaccaacaac cccaaaca 18 



<210> 4 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PGR 

<400> 4 

gggaattcgt cgagttttgc 20 



<210> 5 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer for PGR 

tblE# 2004-3076888 
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<400> 5 

aaccgacaac cccgaacg 18 



<210> 6 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 

<400> 6 

tagttggagt ttagagttgt a 21 



<210> 7 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 7 

cttctctaac ccctacaac 19 



<:210> 8 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for probe 
<400> 8 

ttgtttttgg agtgtatggg aatttgttga gttttgt 37 



<210> 9 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for probe 

<400> 9 
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tcgttttcgg agcgtacggg aattcgtcga gttttgc 37 



<210> 10 
<211> 37 
<212> DM 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for probe 
<400> 10 

ttggttatgt aatgtgtatt gtttggggtt gttggtt 37 



<210> 11 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for probe 
<400> 11 

tcggttatgt aacgtgtatc gttcg^gtt gtcggtt 37 



<210> 12 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PGR 

<400> 12 

ggcgaggaca gcaggac 17 

<210> 13 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PGR 
<400> 13 

tgatatttgc ccactggaac a 21 
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<210> 14 
<211> 21 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer for PCR 

<400> 14 

aggtgaaggt cggagtcaac g 21 



<210> 15 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 15 

a^ggtcatt gatggcaaca 20 
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